Although the importance of humoral agents has been suggested (Marie, 1890; Mendlowitz, 1942; Hall, 1959; Ginsberg and Brown, 1961) , the neurogenic theory for the production of hypertrophic osteoarthropathy is currently favoured. This arose after finding in man and in dogs that when the osteoarthropathy occurred in association with lung neoplasms thoracic vagotomy produced an immediate fall in blood flow to the affected limbs, with subsequent relief of symptoms (Flavell, 1956; Holling et al., 1961) .
The evidence from this case report suggests that the substance which causes hypertrophic osteoarthropathy either is produced by vascular tissue in response to specific infections or tumours or is present in the blood in a precursor state and is activated by contact with abnormal vascular tissue. For the effect of this substance to be localized it must be metabolized in the periphery or in the lungs.
Herpesvirus hominis (herpes simplex) encephalitis typically presents in the adult as a temporal lobe disturbance and it is not generally known as a cause of brain-stem disorders. The recent introduction of antiviral preparations such as idoxuridine has made it important to delineate the clinical effects of this virus as an aid to its speedy diagnosis and treatment. We wish to report two cases of brain-stem encephalitis due to herpes simplex infection in which we used an immunofluorescent technique to help in the rapid identification of the pathogenetic agent.
Case 1
Three weeks before admission to hospital a 14-year-old schoolboy had had a febrile illness with a sore throat and mild nasal congestion from which he rapidly recovered. Ten days later he complained of mild headache which increased during the course of the day. By evening he was vomiting and had great difficulty in remembering the earlier part of the day. The next day he was lethargic and delirious, with a temperature of 102'F (389'C); he complained of double vision and his speech was slurred. He The cerebrospinal fluid contained 50 lymphocytes/mm3. 55 mg protein/100 ml, and 62 mg glucose/100 ml; culture was sterile.
Serum complement-fixing antibody titres to H. hominis rose from 1:4 on the day of admission to 1:128 on day 15. The electroencephalogram showed diffuse, irregular, slow-wave background activity with anterior left hemisphere and mid-temporal focal slow-wave abnormalities. The slow waves had a repetitive pattern which changed in periodicity between day 4 and day 10. Intravenous idoxuridine 3 g daily was given without discernible clinical effect between day 10 and day 15 of the illness.
At necropsy there was extensive patchy haemorrhagic infarction of both cerebral hemispheres, maximal in the temporal lobes, and small haemorrhagic softenings were scattered throughout the cerebral peduncles, pons, and medulla. Microscopical examination showed necrotizing encephalitis in the cerebral cortex, more severe and diffuse throughout the tegmentum, pes pontis, and floor of the fourth ventricle. Inclusion bodies were not seen.
Cryostat sections from many areas of the brain were examined by the indirect immunofluorsecent technique, using rabbit antiherpes and swine anti-rabbit sera. Neurones and glial cells in the cerebral cortex and brain stem contained herpes-virus antigens, and so did a few macrophages in the perivascular infiltrates.
Case 2 A 48-year-old pattern cutter was admitted to a regional hospital with a one-week history of progressive vertigo, headache, hiccup, and photophobia. He (Upton and Gumpert, 1970; Illis and Taylor, 1972) , and typical pathological changes at necropsy (van Bogaert et al., 1955) . The second patient had a similar antibody response, cells in the cerebrospinal fluid contained herpesvirus antigens, there were other typical changes in the fluid, and the virus was isolated from it. Clinically, this diagnosis seemed unlikely at first because both patients presented with brainstem disorders, which are not usually thought to be associated with herpes encephalitis. The first patient had clinical and pathological evidence of generalized encephalitis which had caused particularly severe damage to the brain-stem. In the second patient the clinical lesions were even more strikingly confined to this region. Brain-stem encephalitis is an ill-defined entity, and patients suspected of suffering from it are commonly found to have other conditions. It is very unusual for any aetiological agent to be isolated (Bickerstaff, 1957) .
With the development of effective antiviral chemotherapy it is becoming increasingly important to identify the aetiological agents in cases of encephalitis. There is some evidence that idoxuridine is at least partly effective in the treatment of H. hominis encephalitis (Nolan, et al., 1970) , especially if it is given early in the course of the disease. A prerequisite for the rapid diagnosis of infection by a specific virus is to regard it as a possibility. The speediest laboratory investigations likely to be of help are probably electroencephalography, which may be diagnostic under certain circumstances, and the immunofluorescent detection of viral antigens in cells from the cerebrospinal fluid (Sommerville, 1968; Dayan and Stokes, 1970 British Medical Journal, 1972, 4, 406-407 Most cases of chronic pyelonephritis in adulkts are the result of urinary tract infection in childhood (Asscher and Waters, 1971) . Bailey, Little, and Rolleston (1969) reported a case in which a kidney diminished in size after an attack of acute pyelonephritis. In the present patient progressive shrinkage of both kidneys occurred over three years. This shrinkage was associated with persistent pyuria and a Streptococcus faecalis infection. A 39-year-old housewife attended hospital in November 1967 with a three-month history of four attacks of bilateral loin pain associated with rigors, frequency, and dysuria. Each of these attacks responded to ampicillin but they recurred within days after stopping the drug. In October 1965 urine analysis had shown nothing abnormal and her blood urea was 18 mg/100 ml.
On examination in November 1967 there was tenderness of both loins and above the pubic arch. The blood pressure was 150/100 mm Hg, haemoglobin 12-4 g/100 ml, W.B.C. 16,300/mm3, (polymorphs 83%), E.S.R. (Westergren) 40 mm in the first hour, and blood urea 19 mg/100 ml. Urine analysis showed protein +, urine deposit contained numerous pus cells, and a midstream specimen of urine was sterile. An excretion urogram (Fig. 1) showed slight dilatation of upper pole calyces, with loss of renal substance from the right upper pole and a scar at the left lower pole.
In June 1968 she was admitted because of loin pain, fever, and dysuria. Numerous urine cultures. including cultures for acid-fast bacilli, were sterile although pyuria persisted. The blood urea was 22 mg/100 ml and the creatinine clearance varied between 54 and 62 ml/min. Repeat urography showed the dilatation of upper pole calices to be a little more prominent. By October 1968 the blood urea had risen to 53 mg/100 ml and the creatinine clearance had fallen to 37 ml/min. A micturating cystogram was normal. Renal biopsy showed interstitial fibrosis with tubular atrophy alternating with areas of tubular dilatation. The dilated tubules contained proteinaceous casts. The glomeruli were well preserved. She was started on long-term treatment with ampicillin 500 mg four times daily. The attacks of loin pain and fever abated but sterile pyuria persisted.
In July 1970 ampicillin was stopped. In December the loin pain and
